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FEB 02 2011 

REMARKS/ARGUMENTS 

Reconsideration of this application is respectfully requested. 

Claims 1, 2 and 27 stand rejected under 35 (JSC 103 as allegedly being obvious 
over Rossignol et al in view of Greene et aL Withdrawal of the rejection is submitted to 
be in order for the reasons that follow. 

Rossignol et ai discloses the prevention and treatment of pulmonary bacterial 
infections or symptomatic pulmonary exposure to endotoxins by inhalation of anti- 
endotoxin drugs. Rossignol et al describes disaccharide drugs of the type exemplified 
by compound 1 (column 3) and methods of preparing such compounds. 

In rejecting the claims as obvious, the Examiner contends that, in one synthetic 
route to produce the left side sugar moiety, an intermediate is synthesized that is simitar 
to the compounds of the instant claims, wherein n is 1 , R1 is Oallyl, R2 is acetamido 
(5/c)(should read trifluoroacetamido ), R3 is 3-methoxy-n-decyloxy, R4 is OH, and R5 is 
methoxy. The Examiner states that the compound differs from the claimed invention in 
that R2 is trifluoroacetamido and the R in R3 is not C1-C9 alkyl. 

The Examiner alleges that Green et al contains a wide range of amino protecting 
groups and that one skilled in the art would have been motivated to replace the 
trifluoroacetamido protecting group with a selection from Greene et al f thereby arriving 
at the instant invention. Applicants respectfully submit that such an assertion could only 
be made with the benefit of hindsight. That is, the Examiner has selected from a wide 
range of possibilities using Applicants' claims as a road map. It is now well settled that 
such hindsight-based reasoning is improper. 
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The Examiner's assertions to the contrary. Applicants submit that one skilled in 
the art would not have been motivated, by the teachings of Rossignol et al and Greene 
et al or otherwise, to make compounds of the present claims. 

Rossignol et al is attempting to make specific disaccharide molecules which are 
quite different from those of the instant invention. In doing so, he uses a series of 
monosaccharides to build the disaccharide molecule, starting with glucosamine 
hydrochloride (column 26 line 50) which is converted to the trifluoroacetamide. The 
trifluoroacetamido sugar is then converted to the tetra-acetylated intermediate (column 
27 lines 5-30) and then the alpha-O-allyl derivative formed (column 27 lines 30-60) in 
what appears to be excellent yield (1479 gm of substrate of molecular mass 443.3 
yields 1327 gm of alpha product of molecular mass 441 .3 or a 90% chemical yield of the 
pure alpha isomer). The intermediate then undergoes a further 6 chemical 
transformations before the trifluoroacetamide is removed in the same step as the Oallyl 
ether is isomerized to a vinyl ether. 

Applicants submit that the substitution of the trifluoroacetamido group for any 
other protecting group disclosed by Greene is would not have been merely a matter of 
replacing one group for another Rather, significant experimentation and optimization 
over at least 8 chemical processes would have been required without any certainty as to 
the outcome. None of the groups disclosed by Greene et al would have provided any 
certainty of the stereochemical outcome of the O-allylation discussed above nor would 
they have lent themselves to removal with concomitant isomerization of the O-allyl ether 
to a vinyl ether. Furthermore, the trifluoroacetamide group used by Rossignol et al 
clearly worked for the purpose Rossignol et al intended and there would have been no 
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motivation for the skilled addressee to change this group in order to make the 
compounds of Rossignol et al. 

In view of the above, reconsideration is requested. 

Claims 1 , 2 and 25-27 stand rejected under 35 USC 103 as allegedly being 
obvious over Jiang et al in view of Greene et al. Withdrawal of the rejection is submitted 
to be in order for the reasons that follow. 

Jiang et al is directed to the synthesis of new lipid-A analogs. The Examiner 
contends that intermediates 60 and 62 of Jiang et al in figure 17 are similar to 
compounds of the instant invention - compound 60 being 1-beta-O-benzyl, 2- 
phthalimido, 3-O-allyl, 4~hydroxy, 6-O-trityl; while compound 62 is 1-beta-O-benzyl, 2- 
phthalimido, 3-O-allyl, 4-benzyl, 6-hydroxy substituents. The Examiner alleges that 
these compounds differ from those of the present claims only in the presence of the 2- 
phthalimido moiety and that an artisan, would have substituted the 2-phthalimido moiety 
for one of the myriad disclosed by Greene et al to arrive at the instant invention. 

Applicants submit that such a substitution would only have been made with the 
benefit of hindsight. No motivation for making that substitution would have been found 
in the cited art. 

Compounds 60 and 62 of Jiang et al are but two of a longer synthetic sequence 
which starts in figure 10 of Jiang et al. Thus, glucosamine hydrochloride is protected as 
the phthalimide and the 1 -benzyl glycoside prepared. Since the phthalimido group is 
beta directing > the desired anomer (isomer) of 34 is produced in high yield. Any other 
protecting group chosen from Greene et al would need to be installed at this time and 
be at least as efficiently as the phthalimide moiety in directing the beta stereochemistry 
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of the glycoside forming reaction. Neither Greene et al nor Jiang et al teaches what 
such a selection might be. The alternative would be to install a phthallmide at this step 
to obtain the benefit of the stereochemical direction and then remove it and install a 
different protecting group - this would add two additional steps to the synthesis without 
any discemable benefit to the practitioner - and, therefore, the practitioner would not 
have been motivated to do so. 

Compound 34 produced in figure 10 is then converted to compound 59 in two 
steps then to 60 in 3 further steps. A further 3 steps are required to prepare compound 
63 which would be considered common to any route involving a different protecting 
strategy. Thus, in replacing the phthalimido group with a selection from Greene et al, 
the artisan would have needed to consider not only the beta selectivity afforded by the 
phthalimido group but also the need for any group chosen to be compatible and high 
yielding over the 8 chemical steps from 59 to 63. 

The phthalimido group used by Jiang et al does not present any problems to be 
overcome in the synthesis, there is no reason one would have wanted to change from 
the phthalimido group to another protecting group. If such a change were to have been 
contemplated, the selection and outcome of such a change could not have been 
predictable or obvious from the teachings of Greene et al. 

Given the broad range of disclosures in Greene et al with regard to protecting 
groups, Applicants submit that Greene et al, even in combination with Jiang et al, would 
not have provided a finite number of identified, predictable solutions for attempting to 
solve the recognized need (synthesis of Lipid A analogues) with any reasonable 
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expectation of success. The combination of art upon which he Examiner relies would, 
therefore, not have rendered the claimed invention obvious. 

Claims 1 , 2, 4 and 25-27 stand rejected as allegedly representing obviousness- 
type double patenting overclaims 1,3-13 and 16 of Appln. No. 10/530,851. Claims 1, 
2, 4 and 25-27 also stand provisionally rejected as allegedly representing obviousness- 
type double patenting over claims 14-18 of Application No 11/813.737. Applicants note 
the provisional nature of these rejections and request that the rejections be held in 
abeyance until the case is otherwise in condition for allowance. 

this application is submitted to be in condition for allowance and a Notice to that 
effect is requested. 

Respectfully submitted, 
NIXON & VANDERHYE P.C. 



By: {V) flOvuf-kAls^aT/Q 
~Mary J. \fVilson 
Reg. No. 32,955 

MJW:tat 

901 North Glebe Road, 11th Floor 
Arlington, VA 22203-1 808 
Telephone: (703) 81 6-4000 
Facsimile: (703)816-4100 



- 6 - 

PAGE 8/8 * RCVD AT 2I2Q01 1 7:31:52 PM (Eastern Standard Time] ' SVR:USPTO-EFXRF-6/27 * DNIS:2738300 * CSID:703+816*4100 1 DURATION (mm-ss):01-32 82 



